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Amendments to the Claims 

This listing of claims will replace all prior versions and listings of claims in this 
application: 

Listing of Claims 

1 . (Amended) A compound of the formula I 




I 

a prodrug thereof, a phannaceutically acceptable salt of said compound or said prodrug or 
a stereoisomer or diastereomeric mixture of said compound, prodrug or salt, wherein: 

the dotted line is a bond or no bond; 
Xls-CHrorO; 

Z is -(CH2)3-, thienyl. thiazolyl or phenyl, provided that when X is O, then Z is phenylj 
furth e r prov i d e d that whon i s sel e ct e d from the group consisting of o thicny l ^-p h on y t r 
and monooubctitutod phon^, whoroin co i d cubstttuonto boing oo l ootod from tho group 
eeft s i st i ng of - Ghloro, fluoro, ph e nyl, m e thoxy, trif i uoromothyl and Cj alkyi, then - Z -i e 
thi e ny l . thiazolyl or pheny l; 

Q is cartKJxyl, (Ci-C4)alkoxylcarbonyl or tetrazolyl; 
R^is-Aror-ArW-Af^; 
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V Is a bond, -0-, -OCHr or -CH2O-; 

Ar is a partialiy saturated, fully saturated or fully unsaturated five to eight membered ring 
optionally having one to four heteroatoms selected independently from oxygen, sulfur 
and nitrogen, or a bicyclic ring consisting of two fused independently partially saturated, 
fully saturated or fully unsaturated five or six membered rings, taken independently, 
optionally having one to four heteroatoms selected Independently from nitrogen, sulfur 
and oxygen, said partially or fulty saturated ring or bicyclic ring optionally having one or 
two 0x0 groups substituted on carbon or one or two 0x0 groups substituted on sulfur; 
and 

Ar^ and Ar^ are each independently a partially saturated, fully saturated or fully 
unsaturated five to eight menibered ring optionally having one to four heteroatoms 
selected independently from oxygen, sulfur and nitrogen, said partially or fully saturated 
ring optionally having one or two 0x0 groups substituted on carison or one or two 0x0 
groups substituted on sulfur; 

said Ar moiety is optionally substituted on carbon or nitrogen, on one ring if the moiety is 
monocyclic, or on one or both rings if the moiety Is bicyclic, with up to three substituents 
per ring each independently selected from hydroxy, halo, carboxy, (Ci-C7)alkoxy, (C,- 
C4)alkoxy(Ci-C4)alkyl, (Ci-C7)alky!, (CrCyjalkenyl, (C3-C7)cycIoaIkyl, (CrC7)cycloalkyl(Cr 
C4)alkyl, (C3-C7)cycloaIkyl(CrC4)alkanoyl, formyl, (CrC»)alkanoyl, (CrCe)alkanoyl(Cr 
Cfi)alkyl. {Ci-C4)alkanoylamino, (Ci-C4)alkoxycarbonylamino, hydroxysulfonyl, 
aminocari3onylamino or mono-N-, di-N,N-, di-N,N'- ortri-N,N,N'-.(CrC4)aikyl substituted 
aminocarbonylamino, sulfonamido. (Ci-C4)a!kylsulf6namido, amino, mono-N- or dhN,N- 
(Ci-C4)alkylamjno. carbamoyl. mono-N- or dt-N,N-(CrC4)alkylcarbamoyl, cyano, thtol, (Cr 
C6)alkylthio, (Ci-C6)alkylsulfinyl, (Ci-C4)alkylsulfonyl and mono-N- or di-N,N'(Ci- 
C4}alkylamjnosulf(nyl, wherein said alkyi and aikoxy substituents in the definition of Ar are 
optionally substituted on o&tbon with up to three fluoro; and 

said Ar^ and Ar^ moieties are independently optionally substituted on carbon or nitrogen 

with up to three substituents each independently selected from hydroxy, halo, carboxy, 

(Ci-C7)alkoxy, (Ci-C4)alkoxy{Ci-C4)alkyl, (Ci<:7)alkyl, (C2-C7)alkenyl. (Cs-C7)cydoalkyl, 

(C3-C7)cycloaIkyl(Ci-C4)alkyl (C3-C7)cycIoalky{(Ci-C4)alkanoyl, formyl, (Ct-Cs)alkanoyl, 
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(Ci-C6)alkanoyl(Ci-C6)alkyl, (Ci-C4)aIkanoytam[no, (Ci^4)alkoxycart)onylaminQ, 
hydroxysulfbnyi, aminocarbonylamino ormono-N-, di-N.N-. d'hN.N-ortri-N,N,N'-(Cr 
C4)allcyl substituted aminocdrbonylamino, suffonamido, (CrC4)alkylsulfonafnido, amino, 
mono-N- or di-N,N-(Ci-C4)allcylamino. carbamoyi. mono-N- or dl-N,Nw(Ci- 
C4}alkylcarbamoyl, cyano. thiol, (Ci-C6)aikyfthio, (Ci-C6)a[kylsulfinyl, (Ci-C4)alkylsulfonyi 
and mono-N- or di-N,N-(Ci-C4)allcylaminosulfinyl, wherein $aid alky! and alkoxy 
substituents in the definition of Ar^ and Ar^ are opttonaKy substituted on carbon with up to 
three fluoro; 

provided that <a) when X is (CH2)- and Z is -(CH2)3-. then R' is not thienyl, phenyl or phenyl 
monosubstituted with chloro. fluoro, phenyl, niethoxy, trifluoromethyl or (Ci-C4)alkyl; and 
(b) when X is (CH2)-. Z Is -{CH^t, and Q Is carboxyl or (Ci-C4)alkoxycarbonyl, then is 
not (i) (C5-C7)cydoalkyl or (ii) phenyl, thienyl or fury! each of which may be optionally 
monosubstituted or disubstituted by one or two substituents selected, independently in the 
latter case, from halogen atoms, alkyi groups having 1-3 carbon atoms which may be 
substituted by one or more halogen atoms, and alkoxy groups having 1-4 carbon atoms. 

2. (Original) A compound of claim 1 of the fomiula la 




a prodrug thereof, a pharmaceutically a^ptable salt of said compound or said prodnjg or 
a stereoisomer or diastereomeric mixture of said compound, prodrug or salt, wherein: 

Xis-CH2-:Zis-(CH2)3-. 
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and is Ar wherein sard Ar moiety is optionally substituted on carbon or nitrogen, on one 
ring if the moiety is monocyclic, or on one or both rings if the moiety is bicyclic, with up to 
three substituents per ring each Independently selected from hydroxy, halo, carboxy, (Ci- " 
C7)allcoxy, (CrC4)ail<oxy(Ci-C4)all<yl, {Ci-C7)ancyl. (Cz-C7)alkenyl. (CVC7)cyctoatlcyl. (Cr 
C7)cycloaIkyl(Ci-C4)allcyr. (C3-C7)cycloalkyKCi-C4)allcanayl, fbmiyl, (Ci-C8)alkanoyl, {d- 
C6)aikanoyl(CrC6)alkyl, {CrC4)alkanoyIamino, (C,-C4)alkoxycari3onylamino, 
hydroxysulfonyl. aminocarbonylamfno or mono-N-» di-N,N-, dj-N,N'- or tri-N,N,N'-<Ci- 
C4)atkyl substituted aminocarbonylamino, sulfonamido, (Ci-C4)alky}sulfonamklo, amino, 
mono-N- or di-N,N-{Ci-C4)alkylamino, carbamoyl. mono-N- or dl-N,N-(Ci- 
C4)alkylcarbamoyt, cyano, thiol, (Ci-C6)alky!thio. (Ci-C6)alkylsulfinyl, (CrC4)alkylsulfonyl 
and mono-N- or di-N»N-(CrC4)alkylaminosulfin^, wherein said alkyi and alkoxy 
substituents in the definition of Ar^ and Ar^ are optionally substituted on carbon with up to 
three fluoro. 

3. (Orig^ai) A compound of claim 2, a prodmg thereof, a pbarmaceuttoally 
acceptable salt of said compound or said prodrug or a stereoisomer or diastereomeric 
mixture of said compound, prodrug or salt, wherein Ar Is cyclohexyl, 1.3-benzodloxolyl, 
thienyl, naphthyl or phenyl optionally substituted with one or two (Ci-C4)a!kyl. (Ci- 
C4)alkoxy, (CrC4)aIkoxy{Ci-C4)3lkyl, chloro, fluoro, trifluoromethyl or cyano, wherein said 
alky! and alkoxy substituents in the definition of Ar are optionally substituted with up to 
three fluoro, 

4. (Original) A compound of claim 3, a pnximg thereof, a pharmaceutically 
acceptable salt of said compound or said prodmg or a stereoisomer or diastereomeric 
mixture of said compound, prodrug or salt wherein the dotted line Is no bond: Q is carixxy 
or (Ct-C4)alkoxylcarbonyl; and Z Is 
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5. (Original) A compound of claim 4, a prodnig thereof, a pharmaceutically 
acceptable salt of said compound or said prodrug or a stereoisomer or diastereomertc 
mi)4ure of said compound, prodrug or salt, wherein Q is carboxy and Ar is phenyl 
optionally substituted with one {CrC4)aIkyl. (Ci-C4)alkoxy, (Ci-C4)alkoxy(Ci-C4)alkyl, 
chloro. fluoro, trifluoromethyl or cyano, wherein said alkyl and aikoxy substituents in the 
definition of Ar are optionally substituted with up to three fluoro. 

6. (Original) A compound of claim 5. a prodrug thereof, a pharmaceutically 
acceptable salt of said compound or said prodrug or a stereoisomer or diastereomertc 
mixture of said compound, prodnjg or salt, wherein Ar is m-trifluoramethylphenyl. 

7. (Original) A compound of claim 5, a prodrug thereof, a pharmaceutically 
acceptable salt of said compound or said prodrug or a stereoisomer or diastereomeric 
mixture of said compound, prodrug or salt, wherein Ar is m-chlorophenyl. 

8. (Original) A compound of claim 5, a prodrug thereof, a pharmaceutically 
acceptable salt of said compound or said prodrug or a stereoisomer or diastereomeric 
mixture of said compound, prodmg or salt, wherein Ar is nvtrifluoromethoxyphenyl. 

9. (Original) A compound selected from 5-(3-(2S-(3R-hydroxy-4-(3- 
trifluoromethyl-phenyl)-butyl)-5-oxo-pyrrolidin-1-yl)-propyl)-thiophene-2-carboxylic acid; 5- 
(3-(2S-(3R-4iydroxy-4-(3-trmuoromethoxy-phenyl)-butyl)-5<»xo-pyrrolidin-1^ 
thiophene-2-carboxylic acid; and 5-(3-{2S-(4-(3-chloro-phenyI)-^R-hydn5xy-butyl)-5-oxo- 
pyrrofidin-1 -yJ)-propyl)-thiophene-2-carfaoxylic acid. 

1 0. (Original) A compound of claim 2, a prodrug thereof, a phamiaceutlcally 
acceptable salt of said compound or said prodnjg or a stereoisomer or diastereomeric 
mixture of said compound, prodaig or salt, wherein X is -CHr, Z is -(CH2)3-. Q Is carboxyl 
or (C,-C4)alkoxycarbonyl and Ar is phenyl independently substituted with one to three 
cyano, (C,-C7)alkoxy substituted with one to three fluon? or (Ci-C4)alkoxy(Ci-C4)alkyl. 
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1 1 , (Original) A compound of claim 3. a pradmg thereof, a pharmaceutically 
acceptable salt of said compound or said prodaig or a stereoidomer or diastereomeric 
mixture of said compound, prodmg or salt, wherein the dotted line Is no bond; Q is carboxy 
or (Ct-C4)alkoxylcarbonyf: and Z is 




1 2. (Original) A connpound of damn 11 , a prodrug thereof, a pharmaceuticaiiy 
acceptable salt of saki compound or said prodmg or a stereoisomer or d»stereomeric 
mixture of said compound, prodrug or salt, wherein Q is carboxy and Ar is phenyl 
optionally substituted with one (Ci-C4)alkyl, {CrC4)alkoxy, (CrC4)alkoxy(Ci-C4)alkyl, 
chtoro. fluoro, trifluoromethyl or cyano, wherein said alkyi and alkoxy substituents in the 
definition of Ar are optionally substituted with up to three fluoro. 

13. (Original) A method of treating a condition which presents with low bone 
mass in a mammal cx)mprising administering to said mammal a compound of claim 1, a 
prodrug thereof or a phamiaceutically acceptable salt of said compound or of said 
prodrug, or a diastereomeric nrUxture of said compound, salt or prodrug. 

14. (Original) A method of claim 1 3 wherein said condition Is osteoporosis, 
frailty, an osteoporotic fracture, a bone defect, childhood idiopathic bone loss, alveolar 
bone loss, mandibular bone loss, bone fracture, osteotomy, bone loss associated with 
periodontitis, or prosthetic ingrowth. 

15. (Original) A method of claim 14 wherein said composition is administered 
systemically. 

16. (Original) A method of claim 14 wherein said composition is administered 

locally, 

17. (Original) A method of claim 14 wherein said condition is frailty. 
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1 8. (Original) A method of claim 14 wherein safd condition is osteoporosis. 

1 9. (Original) A method of claim 14 wherein said condition is bone fracture or 
osteoporotic fracture. 

20. (Original) A pharmaceutical composition comprising a compound of claim 

1 , a prodrug thereof, a pharmaceutically acceptable salt of said compound or said prodrug 
or a stereoisomer or diastereomeric mixture of said compound, prodrug or salt, wherein 
and a pharmaceutically acceptable carrier, vehicle or diluent. 

21 . (Original) A method of treating a condition which presents with low bone 
mass in a mammal comprising administering to said mammal a pharmaceutical 
composition of claim 20. 



q 
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